Abstract A mutation in the 3' flanking region of the a-l-antitrypsin gene has been reported to be associated with chronic obstructive pulmonary disease (COPD). We have investigated the prevalence of this mutation in a group of 185 patients with airway obstruction and in 69 non-obstructed controls. The subjects were selected on the basis of their development of lung cancer and therefore had similar exposure to cigarette smoke, the major risk factor for COPD. In the majority of subjects, the level of airway inflammation and loss of elastic recoil was known, and therefore we were able to test whether the mutation was associated with one of these pathological mechanisms. The prevalence of heterozygotes for the mutation was 10% in both the obstructed group and controls. The mutation was not associated with increased airway inflammation or loss of elastic recoil. This result indicates that the 3' mutation is not a significant risk factor for COPD in this population, and suggests heterogeneity in the pathogenesis of the disease.
Risk factors for the development of chronic obstructive pulmonary disease (COPD) include exposure to cigarette smoke' and family history.2 Two previous studies have shown an association between COPD and a G-.A transition at position 1237 in the 3' region of the a-l-antitrypsin gene.3 4The mutation may affect a-l-antitrypsin gene regulation during the acute phase response. 5 We have investigated the prevalence of this mutation in a group of patients with COPD and a group of controls. We also determined whether the 3' mutation was associated with loss of elastic recoil or inflammatory airway narrowing, two pathophysiological processes underlying COPD. The subjects were selected from a population a-l-antitrypsin 3' mutation and COPD inflammatory airway narrowing (R,U) were not significantly different between subjects with the mutation compared to the wild type (table 3) . The prevalence of the 3' mutation in our population of lung cancer patients (10%) was twice that of previous reports of white populations.3 4 To determine whether the mutation was more common in the Vancouver population in general or just among lung cancer patients, we genotyped a random sample of the Vancouver population from a blood donor clinic. The prevalence of heterozygotes in this population was 13/104 (12.5%) which was not significantly different from our study group (p=0.45). Although it is possible that not all the blood donors were white, these results suggest that the 3' mutation is not associated with lung cancer.
The population used in this study had enough power to detect, at p<0.05, a genotype which imparted an odds ratio of 3.0 given a 10% prevalence of the 3' mutation in the obstructed population. The previous studies reported odds ratios for COPD associated with the 3' mutation of 3.2 and 4.8,3 4 which would have been detectable with our study design. The lack of association between the 3' mutation and COPD in this study may be the result of heterogeneity in the genetic basis of this disease. 
